A NEW INDUCER OF ANTHRACYCLINE BIOSYNTHESIS FROM STREPTOMYCES

VIRIDOCHROAMOGENES
Sir: It has been suggested that derivatives of butyrolactone play an important role in the cellular development of microorganisms1-3). This assumption has received support from the recent isolation of diastereomeric 4,5-dihydroxydecanoic acid-4-lactones, inducers of the formation of both spores and anthracycline antibiotics in blocked mutants of Streptomyces griseus4). By the use of convent onal screening techniques'), we have found that several taxonomically different Streptomycetes can produce substances which affect the indicator strains in a similar manner. To learn more about the relationship between biological activity and the chemical nature of inducers, efforts have been directed towards the isolation of further representatives of these agents. In bioassays by the paper disk method using surface cultures of the indicator strain S. griseus ZIMET 43682*, a minimum application of 75 ng (3 x 10-10 mole) induced visible signs of the formation of aerial mycelia and leukaemomycin. This was about half the amount of L-factors4) and about 10 times higher than the amount of Afactor1,2)*'* needed for the same effect. It suggests that the butyrolactone moiety and an aliphatic side chain with a polar substituent are of primary importance for the biological activity of these inducers, at least with strain ZIMET 43682.
Compound 1 has been obtained synthetically by ONOPRIENKO et a!. via reduction of racemic A-factor7). These authors reported a nearly complete lack of biological activity. The apparent contradiction with observations described in the present communication may be attributed to differences in the indicator strains used. 
